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Introduction
Peptic ulcer disease once was a condition with great morbidity and even mortality [1, 2] . In the past operation was the only curative treatment option. This changed dramatically since the introduction of medical therapy [3, 4] . In the late seventies of the twenties century with H 2 -receptor antagonists, and later on with proton pump inhibitors. The most important step forwards in the treatment of this chronic recurrent disease was the discovery of H.pylori and the acceptance of its pathogenetic properties [5] [6] [7] . With anti-H.pylori therapy peptic ulcer disease could be cured definitely [8, 9] .
In daily practice it was noticed that the incidence and prevalence of peptic ulcer disease is decreasing in patients undergoing upper gastrointestinal endoscopy [10] . For this reason the earlier study was extended over a very long period of time in order to study the yearly incidence of peptic ulcer disease and peptic ulcer bleeding.
Materials and Methods
A large prospectively collected database of consecutive upper gastrointestinal endoscopies done in the endoscopy department of the ZaansMedisch Centrum, was used in order to identify patients with ulcers in duodenum or stomach. The study period was 1992 until 2016. Only patients with the first incident duodenal or gastric ulcer were included. Endoscopies done because of follow-up after prior diagnosed ulcer disease, especially in cases of gastric ulcer or complicated duodenal ulcer, were excluded. Endoscopy reports of patients with ulcers were studied for concurrent abnormalities in the upper gastrointestinal tract.
Statistical analysis was done with chi-square test for contingency tables. A value below 0.05 was considered significant.
Results
In the study period a total of 34396 upper gastrointestinal endoscopies were done. A duodenal ulcer was seen in 919 patients (547 men, 377 women), while a gastric ulcer was diagnosed in 683 patients (381 men, 302 women). Two hundred twenty two patients (24.2%) with a duodenal ulcer had complicated ulcer disease in the sense that they had a bleeding ulcer, while this was the case in 125 patients (18.3%) with a gastric ulcer. Duodenal ulcers had significantly more often a presentation with bleeding than gastric ulcers (p=0.004). Figure 1 shows the yearly incidence of peptic ulcer in percentage of yield of the total number of yearly endoscopies. Figure 2 shows the absolute yearly numbers of peptic ulcers as well as the number of patients with a bleeding ulcer. As clearly can be seen a significant decrease in incidence in the period of 24 years is noted. However, no change was noted in the number of patients with bleeding. In fact, the yearly number of patients with a bleeding ulcer remained rather constant. Table 1 shows the concomitant endoscopic diagnoses. In 31 patients a concomitant malignancy was present (4 cases of oesophageal cancer, one cardia cancer, 26 cases of distal gastric cancer), in 37 cases the gastric ulcer appeared to be a malignant ulcer. Unfortunately the dataset did not include the macroscopic appearance of the ulcer. Hence it is not known whether the endoscopist already suspected the ulcer to be malignant.
Discussion
The present study clearly shows an ongoing decrease in incidence of peptic ulcer disease. This is in accordance with reports from different countries all over the world [10] [11] [12] . Carli et al. [13] studied peptic ulcer disease in two different time periods. They reported on a decrease of peptic ulcer disease related to H.pylori. However, ulcers due to NSAID use showed a clear rise. Xia et al. [14] studied patients in Hong Kong sent for endoscopy because of dyspepsia and also found a decrease in mainly duodenal ulcer disease. The prevalence of ulcers also decreased in a 19year observation period in Italy [15] .
Second World War the prevalence of H.pylori is decreasing, at least in the Western World. This is mainly due to improvement in living standard with better hygienic circumstances.
A possible flaw of the study is the fact that all patients underwent endoscopy, and that use of NSAID's or acid suppressive therapy is not known. Many patients are treated because of dyspepsia by their general practitioner. Some undergo endoscopy; some are treated blindly with anti-H.pylori therapy without proper diagnosis. All these patients will not ever develop peptic ulcers if H.pylori is eradicated.
Not all ulcers are the consequence of an infection with H.pylori. Use of NSAID's is also a risk factor. However, in the Netherlands, patients on NSAID therapy receive stomach protective therapy. Arents et al. [24] studied the prevalence of H.pylori-negative peptic ulcer disease in a period of eight years and detected a decrease in ulcer disease. Hence, it is to be expected that the occurrence of this type of ulcers also decreases.
An important observation is the fact the number of patients presenting with a bleeding ulcer did not decrease in the period of more than twenty years. In a large Danish study it appeared that despite the improved medical treatment of peptic ulcers this has not been associated with decreasing hospitalization or death from complicated peptic ulcers [25] . Bleeding ulcers also remain a problem in the United States of America. The number of patients treated endoscopically even increased [26] . There only can be speculation on the reason why the number of patients presenting a bleeding ulcer did not decrease. A possible explanation could be that many patients have cardiovascular disease and are treated with anticoagulant therapy.
Conclusion
From the present study it can be conclude that peptic ulcer disease is truly a vanishing disease.
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